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TI - Exemestane after non-steroidal aromatase inhibitors for post-menopausal women with advanced breast cancer. AB - A retrospective analysis was performed on 31 consecutive locally advanced or metastatic breast
cancer patients who commenced exemestane 25mg/d orally following previous treatment with Tamoxifen and a non-steroidal third-generation aromatase inhibitor (AI). Patients were seen 3 monthly until clinical or radiological
disease progression. Median age was 64 years (range 34-90yrs). The average number of recurrences before starting exemestane was three (range 1-6). There were two complete responses (CR), four partial responses (PR),
12 with stable disease (SD) and 12 with progressive disease (PD). Objective response rate (CR+PR) was 19.4% and overall clinical benefit (CR+PR+SD 24 weeks) was 54.8%. The median durations of objective response
and overall clinical benefit were 18 and 14 months, respectively. This data support the anti-tumour activity of exemestane 25mg daily in patients with locally advanced and/or metastatic breast cancer who have been
previously exposed to non-steroidal AIs and Tamoxifen. TI - PKA-induced resistance to tamoxifen is associated with an altered orientation of ERalpha towards co-activator SRC-1. AB - Resistance to tamoxifen is observed in
half of the recurrences in breast cancer, where the anti-estrogen tamoxifen acquires agonistic properties for transactivating estrogen receptor alpha (ERalpha). In a previous study, we showed that protein kinase A (PKA)-
mediated phosphorylation of serine 305 (S305) of ERalpha results in resistance to tamoxifen. Now, we demonstrate that phosphorylation of S305 in ERalpha by PKA leads to an altered orientation between ERalpha and its
coactivator SRC-1, which renders the transcription complex active in the presence of tamoxifen. This altered orientation involves the C-termini of ERalpha and SRC-1, which required a prolonged AF-1-mediated interaction.
This intermolecular reorientation as a result of PKA-mediated phosphorylation of ERalpha-S305 and tamoxifen binding provides a unique model for resistance to the anticancer drug tamoxifen. TI - Comparative economic
analysis of aromatase inhibitors and tamoxifen in the treatment of hormone-dependent breast cancer. AB - Within the past 2 years three separate groups reported marked improvements in relapse-free survival when
trastuzumab was added to adjuvant chemotherapy in patients with HER2-overexpressing breast cancer. Notwithstanding the significance of this molecular target, the discovery of the estrogen receptor (ER) may be of even
greater importance. Although tamoxifen has long been considered the hormonal therapy of choice for patients with estrogen-responsive breast cancer, accumulating clinical data suggest the new generation of aromatase
inhibitors (AIs) is more effective and less toxic. With the availability of new information, guidelines have been updated and reformulated regarding the use of AIs as first-line hormonal therapy in postmenopausal women with
ER-positive breast cancer. This paper, a product of the ongoing advances in oncology, incorporates two distinct, yet important, features of oncology; first, clinical concepts related to hormone-dependent breast cancer and
second, pharmacoeconomic evaluation of the antiestrogen tamoxifen and the new generation of antiaromatase agents. TI - An alpha-fetoprotein-derived peptide reduces the uterine hyperplasia and increases the antitumour
effect of tamoxifen. AB - Tamoxifen (Tam) is effective for the treatment and prevention of breast cancer. However, it has toxic drawbacks and has limited-duration utility because, over time, human tumours become refractory
to Tam. Recently, a new nontoxic peptide, alpha-fetoprotein-derived peptide (AFPep) has been proposed for the treatment and prevention of breast cancer. The purpose of this paper is to determine whether combining AFPep
with Tam would increase efficacy and reduce toxicity in experimental models of breast cancer. Low doses of AFPep and Tam were more effective in combination than either agent alone against breast cancer growth in cell
culture, in tumour-xenografted mice, and in carcinogen-exposed rats. alpha-Fetoprotein-derived peptide interfered with Tam-induced uterine hyperplasia in immature mice, and showed no toxic effects. Unlike Tam, AFPep did
not inhibit binding of oestradiol (E(2)) to oestrogen receptor (ER). Thus, these two agents utilise different mechanisms to interfere with ER functionality, yet work cooperatively to reduce breast cancer growth and alleviate
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not inhibit binding of oestradiol (E(2)) to oestrogen receptor (ER). Thus, these two agents utilise different mechanisms to interfere with ER functionality, yet work cooperatively to reduce breast cancer growth and alleviate
Tam's troubling toxicity of uterine hyperplasia and appear to be a rational combination for the treatment of ER-positive breast cancer.British Journal of Cancer (2007) 97, 327-333. TI - Adjuvant trastuzumab in the treatment of
HER-2-positive early breast cancer: a meta-analyses of published randomized trials. AB - ABSTRACT: BACKGROUND: Breast cancer is the most common cancer in women in the U.S. and western Europe. Amplification of
the her-2/neu gene occurs in approximately 25% of invasive ductal carcinomas of the breast. The first HER-2/neu-targeted approach to reach the clinic was trastuzumab, a humanized monoclonal antibody directed against the
extracellular domain of the HER-2/neu protein. Trastuzumab therapy prolongs the survival of patients with metastatico HER-2/neu-overexpressing breast cancer when combined with chemotherapy and has recently been
demonstrated to lead to dramatic improvements in disease-free survival when used in the adjuvant therapy setting in combination with or following chemotherapy. Here, we performed a meta-analyses of completed clinical
trials of adjuvant trastuzumab in the adjuvant setting. Survival, recurrence, brain metastases, cardiotoxicity and directions for future research are discussed. METHODS: A meta-analysis of randomized controlled trials (RCT)
was performed comparing adjuvant trastuzumab treatment for HER2-positive early breast cancer (EBC) to observation. The MEDLINE, EMBASE, CANCERLIT and Cochrane Library databases, and abstracts published in the
annual proceedings were systematically searched for evidence. Relevant reports were reviewed by two reviewers independently and the references from these reports were searched for additional trials, using guidelines set
by QUOROM statement criteria. RESULTS: Pooled results from that five randomized trials of adjuvant Trastuzumab showed a significant reduction of mortality (p0.00001), recurrence (p0.00001), metastases rates (p0.00001)
and second tumors other than breast cancer (p=0.007) as compared to no adjuvant Trastuzumab patients. There were more grade III or IV cardiac toxicity after trastuzumab (203/4555 = 4.5%) versus no trastuzumab (86/4562
= 1.8%). The likelihood of cardiac toxicity was 2.45-fold higher (95% CI 1.89 - 3.16) in trastuzumab arms, however that result was associated with heterogeneity. The likelihood of brain metastases was 1.82-fold higher (95%
CI 1.16 - 2.85) in patients who received trastuzumab. CONCLUSION: The results from this meta-analysis are sufficiently compelling to consider 1 year of adjuvant trastuzumab treatment for women with HER-2-positive EBC
based on the risk: benefit ratio demonstrated in these studies. Adequate assessment of HER-2/neu status is critical, and careful cardiac monitoring is warranted because of cardiac toxicity. Clinical trials should be designed to
answer unsolved questions. TI - Prognostic and Predictive Value of Centrally Reviewed Expression of Estrogen and Progesterone Receptors in a Randomized Trial Comparing Letrozole and Tamoxifen Adjuvant Therapy for
Postmenopausal Women With Early Breast Cancer: Results From the BIG 1-98 Collaborative Groups. AB - PURPOSE: To evaluate locally versus centrally assessed estrogen (ER) and progesterone (PgR) receptor status
and the impact of PgR on letrozole adjuvant therapy compared with tamoxifen in postmenopausal women with early breast cancer. PATIENTS AND METHODS: Breast International Group (BIG) 1-98 randomly assigned 8,010
patients to four arms comparing letrozole and tamoxifen with sequences of each agent. The Central Pathology Office received material for 6,549 patients (82%), of which 79% were assessable (6,291 patients). Prognostic and
predictive value of both local and central hormone receptor expression on disease-free survival (DFS) were evaluated among 3,650 assessable patients assigned to the monotherapy arms. Prognostic value and the treatment
effect were estimated for centrally assessed ER and PgR expression levels using the Subpopulation Treatment Effect Pattern Plot. RESULTS: Central review confirmed 97% of tumors as hormone receptor-positive (ER and/or
PgR >/=10%). Of 105 tumors locally ER-negative, 73 were found to have more than 10% positive cells, and eight had 1% to 9%. Of 6,100 tumors locally ER positive, 66 were found to have no staining, and 54 had only 1% to
9%. Discordance was more marked for PgR than ER. Patients with tumors reclassified centrally as ER-negative, or as hormone receptor-negative, had poor DFS. Centrally assessed ER and PgR showed prognostic value.
Among patients with centrally assessed ER-expressing tumors, letrozole showed better DFS than tamoxifen, irrespective of PgR expression level. CONCLUSION: Central review changed the assessment of receptor status in
a substantial proportion of patients, and should be performed whenever possible in similar trials. PgR expression did not affect the relative efficacy of letrozole over tamoxifen. TI - Drug insight: breast cancer prevention and
tissue-targeted hormone replacement therapy. AB - The first-generation selective estrogen receptor modulator (SERM) tamoxifen has been the mainstream hormone therapy in breast cancer. Tamoxifen benefits all stages of
the disease, but its use increases the risk of uterine cancer and thromboembolic events and it can only be administered for 5 years. Aromatase inhibitors are superior to tamoxifen at advanced stages of disease and as
adjuvants; however, because they increase fractures, aromatase inhibitors are unlikely to be used to prevent disease. Raloxifene, a second-generation SERM, leads, like tamoxifen, to approximately 50% fewer cases of
invasive breast cancer in high risk women, with a lower incidence of thromboembolic events. Several other SERMs are in development to improve tissue specificity, efficacy and tolerance. Raloxifene shows protection against
vertebral fractures similar to bisphosphonates; however, no significant effect has been observed on nonvertebral fractures. Many SERMs are in development for prevention and treatment of osteoporosis. As breast cancer
metastasizes early and advanced disease cannot be cured, prevention is essential. To avoid the concerns about the use of traditional hormone replacement therapy, dehydroepiandrosterone--a tissue-targeted precursor of
sex steroid formation--offers hope of a physiological tissue-targeted hormone replacement that, combined with a SERM, would simultaneously prevent breast and uterine cancer. TI - Comparative economic analysis of
aromatase inhibitors and tamoxifen in the treatment of hormone-dependent breast cancer. AB - Within the past 2 years three separate groups reported marked improvements in relapse-free survival when trastuzumab was
added to adjuvant chemotherapy in patients with HER2-overexpressing breast cancer. Notwithstanding the significance of this molecular target, the discovery of the estrogen receptor (ER) may be of even greater importance.
Although tamoxifen has long
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TITI -- ExemestaneExemestane afterafter nonnon--steroidalsteroidal aromatasearomatase inhibitorsinhibitors forfor postpost--menopausalmenopausal womenwomen withwith advancedadvanced breastbreast cancercancer.. ABAB -- AA retrospectiveretrospective analysisanalysis waswas performedperformed onon 3131 consecutiveconsecutive locallylocally advancedadvanced oror metastaticmetastatic breastbreast
cancercancer patientspatients whowho commencedcommenced exemestaneexemestane 2525mg/dmg/d orallyorally followingfollowing previousprevious treatmenttreatment withwith TamoxifenTamoxifen andand aa nonnon--steroidalsteroidal thirdthird--generationgeneration aromatasearomatase inhibitorinhibitor (AI)(AI).. PatientsPatients werewere seenseen 33 monthlymonthly untiluntil clinicalclinical oror radiologicalradiological
diseasedisease progressionprogression.. MedianMedian ageage waswas 6464 yearsyears (range(range 3434--9090yrs)yrs).. TheThe averageaverage numbernumber ofof recurrencesrecurrences beforebefore startingstarting exemestaneexemestane waswas threethree (range(range 11--66)).. ThereThere werewere twotwo completecomplete responsesresponses (CR),(CR), fourfour partialpartial responsesresponses (PR),(PR),
1212 withwith stablestable diseasedisease (SD)(SD) andand 1212 withwith progressiveprogressive diseasedisease (PD)(PD).. ObjectiveObjective responseresponse raterate (CR+PR)(CR+PR) waswas 1919..44%% andand overalloverall clinicalclinical benefitbenefit (CR+PR+SD(CR+PR+SD 2424 weeks)weeks) waswas 5454..88%%.. TheThe medianmedian durationsdurations ofof objectiveobjective responseresponse
andand overalloverall clinicalclinical benefitbenefit werewere 1818 andand 1414 months,months, respectivelyrespectively.. ThisThis datadata supportsupport thethe antianti--tumourtumour activityactivity ofof exemestaneexemestane 2525mgmg dailydaily inin patientspatients withwith locallylocally advancedadvanced and/orand/or metastaticmetastatic breastbreast cancercancer whowho havehave beenbeen
previouslypreviously exposedexposed toto nonnon--steroidalsteroidal AIsAIs andand TamoxifenTamoxifen.. TITI -- PKAPKA--inducedinduced resistanceresistance toto tamoxifentamoxifen isis associatedassociated withwith anan alteredaltered orientationorientation ofof ERalphaERalpha towardstowards coco--activatoractivator SRCSRC--11.. ABAB -- ResistanceResistance toto tamoxifentamoxifen isis observedobserved inin
halfhalf ofof thethe recurrencesrecurrences inin breastbreast cancer,cancer, wherewhere thethe antianti--estrogenestrogen tamoxifentamoxifen acquiresacquires agonisticagonistic propertiesproperties forfor transactivatingtransactivating estrogenestrogen receptorreceptor alphaalpha ((ERalphaERalpha)).. InIn aa previousprevious study,study, wewe showedshowed thatthat proteinprotein kinasekinase AA (PKA)(PKA)--
mediatedmediated phosphorylationphosphorylation ofof serineserine 305305 (S(S305305)) ofof ERalphaERalpha resultsresults inin resistanceresistance toto tamoxifentamoxifen.. Now,Now, wewe demonstratedemonstrate thatthat phosphorylationphosphorylation ofof SS305305 inin ERalphaERalpha byby PKAPKA leadsleads toto anan alteredaltered orientationorientation betweenbetween ERalphaERalpha andand itsits
coactivatorcoactivator SRCSRC--11,, whichwhich rendersrenders thethe transcriptiontranscription complexcomplex activeactive inin thethe presencepresence ofof tamoxifentamoxifen.. ThisThis alteredaltered orientationorientation involvesinvolves thethe CC--terminitermini ofof ERalphaERalpha andand SRCSRC--11,, whichwhich requiredrequired aa prolongedprolonged AFAF--11--mediatedmediated interactioninteraction..
ThisThis intermolecularintermolecular reorientationreorientation asas aa resultresult ofof PKAPKA--mediatedmediated phosphorylationphosphorylation ofof ERalphaERalpha--SS305305 andand tamoxifentamoxifen bindingbinding providesprovides aa uniqueunique modelmodel forfor resistanceresistance toto thethe anticanceranticancer drugdrug tamoxifentamoxifen.. TITI -- ComparativeComparative economiceconomic
analysisanalysis ofof aromatasearomatase inhibitorsinhibitors andand tamoxifentamoxifen inin thethe treatmenttreatment ofof hormonehormone--dependentdependent breastbreast cancercancer.. ABAB -- WithinWithin thethe pastpast 22 yearsyears threethree separateseparate groupsgroups reportedreported markedmarked improvementsimprovements inin relapserelapse--freefree survivalsurvival whenwhen
trastuzumabtrastuzumab waswas addedadded toto adjuvantadjuvant chemotherapychemotherapy inin patientspatients withwith HERHER22--overexpressingoverexpressing breastbreast cancercancer.. NotwithstandingNotwithstanding thethe significancesignificance ofof thisthis molecularmolecular target,target, thethe discoverydiscovery ofof thethe estrogenestrogen receptorreceptor (ER)(ER) maymay bebe ofof eveneven
greatergreater importanceimportance.. AlthoughAlthough tamoxifentamoxifen hashas longlong beenbeen consideredconsidered thethe hormonalhormonal therapytherapy ofof choicechoice forfor patientspatients withwith estrogenestrogen--responsiveresponsive breastbreast cancer,cancer, accumulatingaccumulating clinicalclinical datadata suggestsuggest thethe newnew generationgeneration ofof aromatasearomatase
inhibitorsinhibitors (AIs)(AIs) isis moremore effectiveeffective andand lessless toxictoxic.. WithWith thethe availabilityavailability ofof newnew information,information, guidelinesguidelines havehave beenbeen updatedupdated andand reformulatedreformulated regardingregarding thethe useuse ofof AIsAIs asas firstfirst--lineline hormonalhormonal therapytherapy inin postmenopausalpostmenopausal womenwomen withwith
ERER--positivepositive breastbreast cancercancer.. ThisThis paper,paper, aa productproduct ofof thethe ongoingongoing advancesadvances inin oncology,oncology, incorporatesincorporates twotwo distinct,distinct, yetyet important,important, featuresfeatures ofof oncologyoncology;; first,first, clinicalclinical conceptsconcepts relatedrelated toto hormonehormone--dependentdependent breastbreast cancercancer andand
second,second, pharmacoeconomicpharmacoeconomic evaluationevaluation ofof thethe antiestrogenantiestrogen tamoxifentamoxifen andand thethe newnew generationgeneration ofof antiaromataseantiaromatase agentsagents.. TITI -- AnAn alphaalpha--fetoproteinfetoprotein--derivedderived peptidepeptide reducesreduces thethe uterineuterine hyperplasiahyperplasia andand increasesincreases thethe antitumourantitumour
effecteffect ofof tamoxifentamoxifen.. ABAB -- TamoxifenTamoxifen (Tam)(Tam) isis effectiveeffective forfor thethe treatmenttreatment andand preventionprevention ofof breastbreast cancercancer.. However,However, itit hashas toxictoxic drawbacksdrawbacks andand hashas limitedlimited--durationduration utilityutility because,because, overover time,time, humanhuman tumourstumours becomebecome refractoryrefractory
toto TamTam.. Recently,Recently, aa newnew nontoxicnontoxic peptide,peptide, alphaalpha--fetoproteinfetoprotein--derivedderived peptidepeptide ((AFPepAFPep)) hashas beenbeen proposedproposed forfor thethe treatmenttreatment andand preventionprevention ofof breastbreast cancercancer.. TheThe purposepurpose ofof thisthis paperpaper isis toto determinedetermine whetherwhether combiningcombining AFPepAFPep
withwith TamTam wouldwould increaseincrease efficacyefficacy andand reducereduce toxicitytoxicity inin experimentalexperimental modelsmodels ofof breastbreast cancercancer.. LowLow dosesdoses ofof AFPepAFPep andand TamTam werewere moremore effectiveeffective inin combinationcombination thanthan eithereither agentagent alonealone againstagainst breastbreast cancercancer growthgrowth inin cellcell
culture,culture, inin tumourtumour--xenograftedxenografted mice,mice, andand inin carcinogencarcinogen--exposedexposed ratsrats.. alphaalpha--FetoproteinFetoprotein--derivedderived peptidepeptide interferedinterfered withwith TamTam--inducedinduced uterineuterine hyperplasiahyperplasia inin immatureimmature mice,mice, andand showedshowed nono toxictoxic effectseffects.. UnlikeUnlike Tam,Tam, AFPepAFPep diddid
notnot inhibitinhibit bindingbinding ofof oestradioloestradiol (E((E(22)))) toto oestrogenoestrogen receptorreceptor (ER)(ER).. Thus,Thus, thesethese twotwo agentsagents utiliseutilise differentdifferent mechanismsmechanisms toto interfereinterfere withwith ERER functionality,functionality, yetyet workwork cooperativelycooperatively toto reducereduce breastbreast cancercancer growthgrowth andand alleviatealleviate
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notnot inhibitinhibit bindingbinding ofof oestradioloestradiol (E((E(22)))) toto oestrogenoestrogen receptorreceptor (ER)(ER).. Thus,Thus, thesethese twotwo agentsagents utiliseutilise differentdifferent mechanismsmechanisms toto interfereinterfere withwith ERER functionality,functionality, yetyet workwork cooperativelycooperatively toto reducereduce breastbreast cancercancer growthgrowth andand alleviatealleviate
Tam'sTam's troublingtroubling toxicitytoxicity ofof uterineuterine hyperplasiahyperplasia andand appearappear toto bebe aa rationalrational combinationcombination forfor thethe treatmenttreatment ofof ERER--positivepositive breastbreast cancercancer..BritishBritish JournalJournal ofof CancerCancer ((20072007)) 9797,, 327327--333333.. TITI -- AdjuvantAdjuvant trastuzumabtrastuzumab inin thethe treatmenttreatment ofof
HERHER--22--positivepositive earlyearly breastbreast cancercancer:: aa metameta--analysesanalyses ofof publishedpublished randomizedrandomized trialstrials.. ABAB -- ABSTRACTABSTRACT:: BACKGROUNDBACKGROUND:: BreastBreast cancercancer isis thethe mostmost commoncommon cancercancer inin womenwomen inin thethe UU..SS.. andand westernwestern EuropeEurope.. AmplificationAmplification ofof
thethe herher--22//neuneu genegene occursoccurs inin approximatelyapproximately 2525%% ofof invasiveinvasive ductalductal carcinomascarcinomas ofof thethe breastbreast.. TheThe firstfirst HERHER--22//neuneu--targetedtargeted approachapproach toto reachreach thethe clinicclinic waswas trastuzumabtrastuzumab,, aa humanizedhumanized monoclonalmonoclonal antibodyantibody directeddirected againstagainst thethe
extracellularextracellular domaindomain ofof thethe HERHER--22//neuneu proteinprotein.. TrastuzumabTrastuzumab therapytherapy prolongsprolongs thethe survivalsurvival ofof patientspatients withwith metastaticometastatico HERHER--22//neuneu--overexpressingoverexpressing breastbreast cancercancer whenwhen combinedcombined withwith chemotherapychemotherapy andand hashas recentlyrecently beenbeen
demonstrateddemonstrated toto leadlead toto dramaticdramatic improvementsimprovements inin diseasedisease--freefree survivalsurvival whenwhen usedused inin thethe adjuvantadjuvant therapytherapy settingsetting inin combinationcombination withwith oror followingfollowing chemotherapychemotherapy.. Here,Here, wewe performedperformed aa metameta--analysesanalyses ofof completedcompleted clinicalclinical
trialstrials ofof adjuvantadjuvant trastuzumabtrastuzumab inin thethe adjuvantadjuvant settingsetting.. Survival,Survival, recurrence,recurrence, brainbrain metastases,metastases, cardiotoxicitycardiotoxicity andand directionsdirections forfor futurefuture researchresearch areare discusseddiscussed.. METHODSMETHODS:: AA metameta--analysisanalysis ofof randomizedrandomized controlledcontrolled trialstrials (RCT)(RCT)
waswas performedperformed comparingcomparing adjuvantadjuvant trastuzumabtrastuzumab treatmenttreatment forfor HERHER22--positivepositive earlyearly breastbreast cancercancer (EBC)(EBC) toto observationobservation.. TheThe MEDLINE,MEDLINE, EMBASE,EMBASE, CANCERLITCANCERLIT andand CochraneCochrane LibraryLibrary databases,databases, andand abstractsabstracts publishedpublished inin thethe
annualannual proceedingsproceedings werewere systematicallysystematically searchedsearched forfor evidenceevidence.. RelevantRelevant reportsreports werewere reviewedreviewed byby twotwo reviewersreviewers independentlyindependently andand thethe referencesreferences fromfrom thesethese reportsreports werewere searchedsearched forfor additionaladditional trials,trials, usingusing guidelinesguidelines setset
byby QUOROMQUOROM statementstatement criteriacriteria.. RESULTSRESULTS:: PooledPooled resultsresults fromfrom thatthat fivefive randomizedrandomized trialstrials ofof adjuvantadjuvant TrastuzumabTrastuzumab showedshowed aa significantsignificant reductionreduction ofof mortalitymortality (p(p00..0000100001),), recurrencerecurrence (p(p00..0000100001),), metastasesmetastases ratesrates (p(p00..0000100001))
andand secondsecond tumorstumors otherother thanthan breastbreast cancercancer (p=(p=00..007007)) asas comparedcompared toto nono adjuvantadjuvant TrastuzumabTrastuzumab patientspatients.. ThereThere werewere moremore gradegrade IIIIII oror IVIV cardiaccardiac toxicitytoxicity afterafter trastuzumabtrastuzumab ((203203//45554555 == 44..55%%)) versusversus nono trastuzumabtrastuzumab ((8686//45624562
== 11..88%%)).. TheThe likelihoodlikelihood ofof cardiaccardiac toxicitytoxicity waswas 22..4545--foldfold higherhigher ((9595%% CICI 11..8989 -- 33..1616)) inin trastuzumabtrastuzumab arms,arms, howeverhowever thatthat resultresult waswas associatedassociated withwith heterogeneityheterogeneity.. TheThe likelihoodlikelihood ofof brainbrain metastasesmetastases waswas 11..8282--foldfold higherhigher ((9595%%
CICI 11..1616 -- 22..8585)) inin patientspatients whowho receivedreceived trastuzumabtrastuzumab.. CONCLUSIONCONCLUSION:: TheThe resultsresults fromfrom thisthis metameta--analysisanalysis areare sufficientlysufficiently compellingcompelling toto considerconsider 11 yearyear ofof adjuvantadjuvant trastuzumabtrastuzumab treatmenttreatment forfor womenwomen withwith HERHER--22--positivepositive EBCEBC
basedbased onon thethe riskrisk:: benefitbenefit ratioratio demonstrateddemonstrated inin thesethese studiesstudies.. AdequateAdequate assessmentassessment ofof HERHER--22//neuneu statusstatus isis critical,critical, andand carefulcareful cardiaccardiac monitoringmonitoring isis warrantedwarranted becausebecause ofof cardiaccardiac toxicitytoxicity.. ClinicalClinical trialstrials shouldshould bebe designeddesigned toto
answeranswer unsolvedunsolved questionsquestions.. TITI -- PrognosticPrognostic andand PredictivePredictive ValueValue ofof CentrallyCentrally ReviewedReviewed ExpressionExpression ofof EstrogenEstrogen andand ProgesteroneProgesterone ReceptorsReceptors inin aa RandomizedRandomized TrialTrial ComparingComparing LetrozoleLetrozole andand TamoxifenTamoxifen AdjuvantAdjuvant TherapyTherapy forfor
PostmenopausalPostmenopausal WomenWomen WithWith EarlyEarly BreastBreast CancerCancer:: ResultsResults FromFrom thethe BIGBIG 11--9898 CollaborativeCollaborative GroupsGroups.. ABAB -- PURPOSEPURPOSE:: ToTo evaluateevaluate locallylocally versusversus centrallycentrally assessedassessed estrogenestrogen (ER)(ER) andand progesteroneprogesterone ((PgRPgR)) receptorreceptor statusstatus
andand thethe impactimpact ofof PgRPgR onon letrozoleletrozole adjuvantadjuvant therapytherapy comparedcompared withwith tamoxifentamoxifen inin postmenopausalpostmenopausal womenwomen withwith earlyearly breastbreast cancercancer.. PATIENTSPATIENTS ANDAND METHODSMETHODS:: BreastBreast InternationalInternational GroupGroup (BIG)(BIG) 11--9898 randomlyrandomly assignedassigned 88,,010010
patientspatients toto fourfour armsarms comparingcomparing letrozoleletrozole andand tamoxifentamoxifen withwith sequencessequences ofof eacheach agentagent.. TheThe CentralCentral PathologyPathology OfficeOffice receivedreceived materialmaterial forfor 66,,549549 patientspatients ((8282%%),), ofof whichwhich 7979%% werewere assessableassessable ((66,,291291 patients)patients).. PrognosticPrognostic andand
predictivepredictive valuevalue ofof bothboth locallocal andand centralcentral hormonehormone receptorreceptor expressionexpression onon diseasedisease--freefree survivalsurvival (DFS)(DFS) werewere evaluatedevaluated amongamong 33,,650650 assessableassessable patientspatients assignedassigned toto thethe monotherapymonotherapy armsarms.. PrognosticPrognostic valuevalue andand thethe treatmenttreatment
effecteffect werewere estimatedestimated forfor centrallycentrally assessedassessed ERER andand PgRPgR expressionexpression levelslevels usingusing thethe SubpopulationSubpopulation TreatmentTreatment EffectEffect PatternPattern PlotPlot.. RESULTSRESULTS:: CentralCentral reviewreview confirmedconfirmed 9797%% ofof tumorstumors asas hormonehormone receptorreceptor--positivepositive (ER(ER and/orand/or
PgRPgR >/=>/=1010%%)).. OfOf 105105 tumorstumors locallylocally ERER--negative,negative, 7373 werewere foundfound toto havehave moremore thanthan 1010%% positivepositive cells,cells, andand eighteight hadhad 11%% toto 99%%.. OfOf 66,,100100 tumorstumors locallylocally ERER positive,positive, 6666 werewere foundfound toto havehave nono staining,staining, andand 5454 hadhad onlyonly 11%% toto
99%%.. DiscordanceDiscordance waswas moremore markedmarked forfor PgRPgR thanthan ERER.. PatientsPatients withwith tumorstumors reclassifiedreclassified centrallycentrally asas ERER--negative,negative, oror asas hormonehormone receptorreceptor--negative,negative, hadhad poorpoor DFSDFS.. CentrallyCentrally assessedassessed ERER andand PgRPgR showedshowed prognosticprognostic valuevalue..
AmongAmong patientspatients withwith centrallycentrally assessedassessed ERER--expressingexpressing tumors,tumors, letrozoleletrozole showedshowed betterbetter DFSDFS thanthan tamoxifen,tamoxifen, irrespectiveirrespective ofof PgRPgR expressionexpression levellevel.. CONCLUSIONCONCLUSION:: CentralCentral reviewreview changedchanged thethe assessmentassessment ofof receptorreceptor statusstatus inin
aa substantialsubstantial proportionproportion ofof patients,patients, andand shouldshould bebe performedperformed wheneverwhenever possiblepossible inin similarsimilar trialstrials.. PgRPgR expressionexpression diddid notnot affectaffect thethe relativerelative efficacyefficacy ofof letrozoleletrozole overover tamoxifentamoxifen.. TITI -- DrugDrug insightinsight:: breastbreast cancercancer preventionprevention andand
tissuetissue--targetedtargeted hormonehormone replacementreplacement therapytherapy.. ABAB -- TheThe firstfirst--generationgeneration selectiveselective estrogenestrogen receptorreceptor modulatormodulator (SERM)(SERM) tamoxifentamoxifen hashas beenbeen thethe mainstreammainstream hormonehormone therapytherapy inin breastbreast cancercancer.. TamoxifenTamoxifen benefitsbenefits allall stagesstages ofof
thethe disease,disease, butbut itsits useuse increasesincreases thethe riskrisk ofof uterineuterine cancercancer andand thromboembolicthromboembolic eventsevents andand itit cancan onlyonly bebe administeredadministered forfor 55 yearsyears.. AromataseAromatase inhibitorsinhibitors areare superiorsuperior toto tamoxifentamoxifen atat advancedadvanced stagesstages ofof diseasedisease andand asas
adjuvantsadjuvants;; however,however, becausebecause theythey increaseincrease fractures,fractures, aromatasearomatase inhibitorsinhibitors areare unlikelyunlikely toto bebe usedused toto preventprevent diseasedisease.. RaloxifeneRaloxifene,, aa secondsecond--generationgeneration SERM,SERM, leads,leads, likelike tamoxifen,tamoxifen, toto approximatelyapproximately 5050%% fewerfewer casescases ofof
invasiveinvasive breastbreast cancercancer inin highhigh riskrisk women,women, withwith aa lowerlower incidenceincidence ofof thromboembolicthromboembolic eventsevents.. SeveralSeveral otherother SERMsSERMs areare inin developmentdevelopment toto improveimprove tissuetissue specificity,specificity, efficacyefficacy andand tolerancetolerance.. RaloxifeneRaloxifene showsshows protectionprotection againstagainst
vertebralvertebral fracturesfractures similarsimilar toto bisphosphonatesbisphosphonates;; however,however, nono significantsignificant effecteffect hashas beenbeen observedobserved onon nonvertebralnonvertebral fracturesfractures.. ManyMany SERMsSERMs areare inin developmentdevelopment forfor preventionprevention andand treatmenttreatment ofof osteoporosisosteoporosis.. AsAs breastbreast cancercancer
metastasizesmetastasizes earlyearly andand advancedadvanced diseasedisease cannotcannot bebe cured,cured, preventionprevention isis essentialessential.. ToTo avoidavoid thethe concernsconcerns aboutabout thethe useuse ofof traditionaltraditional hormonehormone replacementreplacement therapy,therapy, dehydroepiandrosteronedehydroepiandrosterone----aa tissuetissue--targetedtargeted precursorprecursor ofof
sexsex steroidsteroid formationformation----offersoffers hopehope ofof aa physiologicalphysiological tissuetissue--targetedtargeted hormonehormone replacementreplacement that,that, combinedcombined withwith aa SERM,SERM, wouldwould simultaneouslysimultaneously preventprevent breastbreast andand uterineuterine cancercancer.. TITI -- ComparativeComparative economiceconomic analysisanalysis ofof
aromatasearomatase inhibitorsinhibitors andand tamoxifentamoxifen inin thethe treatmenttreatment ofof hormonehormone--dependentdependent breastbreast cancercancer.. ABAB -- WithinWithin thethe pastpast 22 yearsyears threethree separateseparate groupsgroups reportedreported markedmarked improvementsimprovements inin relapserelapse--freefree survivalsurvival whenwhen trastuzumabtrastuzumab waswas
addedadded toto adjuvantadjuvant chemotherapychemotherapy inin patientspatients withwith HERHER22--overexpressingoverexpressing breastbreast cancercancer.. NotwithstandingNotwithstanding thethe significancesignificance ofof thisthis molecularmolecular target,target, thethe discoverydiscovery ofof thethe estrogenestrogen receptorreceptor (ER)(ER) maymay bebe ofof eveneven greatergreater importanceimportance..
AlthoughAlthough tamoxifentamoxifen hashas longlong
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 Adapted this technology to NIH grant applications
 Changed the search engine from PubMed to Essie

 Rank results by relevance

 Currently enhancing linguistic application Currently enhancing linguistic application

 Extending to biomedical technology

 Enhancing molecular biology



 Semantic relationships

 Expressive representation of information in text

 Allow access

 To large amount of textual data To large amount of textual data

 Guide to connections

 Missed otherwise

 Interaction of Semantic MEDLINE and SPA

 Demo example with clock genes


	Slide Number  1
	Introduction
	Semantic MEDLINE
	Extract relationship from text
	SemRep: Extract relationship
	SemRep: Extract all relationships
	Summarized relationships
	Semantic MEDLINE: Visualization
	Semantic MEDLINE: Link to text
	Semantic MEDLINE: Link to text
	Semantic MEDLINE: Research
	Portfolio analysis: SPA
	Exploiting the technology

